Dear Editor,
We read with interest the article by Komatsu et al. [1] . They investigated the role of intraoperative blood loss as a prognostic factor of overall survival after radical esophagectomy for esophageal squamous cell carcinoma. This is an important topic since other studies, cited by the authors, suggested a relationship between blood loss and tumor dissemination. Komatsu et al. showed a worse survival in the bleeding group than in the less-bleeding group and this result was confirmed by a multivariate Cox regression analysis. On the whole, the study is well performed but there are a few points about the estimation of the Cox regression model as performed in the article that are worthy of discussion.
First, the authors introduced ten possible explanatory variables in the model when there were only 37 subjects in the sample. Even if the final model included only variables with a statistically significant regression coefficient (to avoid overfitting [2] ), we think that a maximum of four possible explanatory variables should have been included in the model estimation procedure because of the small sample size.
Second, the authors included both blood transfusion and intraoperative blood loss as explanatory variables in the model estimation. This approach could lead to multicollinearity [2] (because these two variables are highly correlated) and then to overfitting (because there are more variables than are necessary). In this situation, only one of these variables should have been included. Briefly, multicollinearity arises when two or more predictors in a regression model are highly correlated; overfitting occurs when the principle of parsimony, also known as Occam's Razor, is violated (e.g., when there are too many predictors relative to the number of observations).
In conclusion, these weak points do not compromise the overall meaning of the article, but we think that a rigorous mathematical approach is preferable. We hope that our comments will help spread the best statistical practice and consequently achieve strong conclusions. Future studies with a greater sample size are needed to define the role of intraoperative blood loss, adjusting for the most complete set of confounders.
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